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Sir: 

I. Mark B. Pepys, hereby declare as follows: 
(1) I am Professor of Medicine and Head, Department of Medicine, Hampstead 
Campus, Royal Free and University College Medical School, London, U.K and 
have worked in the field of chemical, biological, and clinical investigate of C- 
reactive protein (CRP) for 30 years. 

(2 ) 1 am the sole inventor of U.S. Patent Application No. 09/737,544, entitled 
"Treatment and Prevention of Tissue Damage" ("the '544 application"). 

C3 ) I have invented a method for selecting a pharmaceutical for treating or 
preventing CRP-mediated tissue damage in a subject comprising identifying and 
selects a compound that inhibits the binding of CRP to an autologous or — 
ligand thereof, and a method for treating or preventing C-rcactive protem (CRP> 
mediated tissne damage comprising administering to a subject in need ^f an 
effective amount of a compound capable of inhibiting the bindtng of CRP to an 
autologous or extrinsic ligand thereof. Original claims 1-25 and 39-48 of me 544 

, fnr lamination are directed to embodiments ol my 
application that were elected for examination arc 

■ ■ rthtsA for treating or preventing CRP-mediated tissue 

invention pertaining to a method for treating or v 
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uamase a subject * need thereof comprising — - *• - 
amel of phosphocholine or . derivative *» >— » ° f CM * 

an autologous or extrinsic ligand thereof. 

W , have read and am fcnuliar - — — * ^ ^ 
and Trademark Office and dated September 2, 2005, in connecr.cn ™th me =44 

application. . . - • 

(5 ) 1 make this declaration in response to the official action i»ui 
2005, in which claims 1-25 and 42-56 were rejected under 35 U.S.C. J 

*e claimed invention allegedly would have been obvious to a person o y 

Thromb. Vase. Biol., 1999. 19:2348-2354), in view of Gnselh et al. (. . 
December 20, 1999, 190(12): 1733-1739), further in view of Yedgar et al. (U.S. 
Patent No. 5,064,817) and Wissner et al. (U.S. Patent No. 4,640,913). 

(6) 1 have reviewed the above-idenofied references cited by the examine^ r ,e 
Bhakdi et al. (1999), Griselli et al. (1999), Yedgar et al. (U.S. Patent No. 5,064,817) 
and Wissner et al. (U.S. Patent No. 4,640,913). 

(7 ) The Griselli et al. publication, of which I am a co-author, relates to the 
LLtion tbat is disclosed in the '544 applicauon, and describes .esuHs 
.hat are disclosed in the '544 application. For example. Figures 1 and tand Tables 
and 2 of the Griselli et al. reference are identical to Figures 1 and 2 and Tables 2 and 3 

of the *544 application. 

( 8) Pursuant to 37 C.F.R. §1.132, 1 hereby declare that I am the 5 ole inventor of 
the subject matter disclosed in the GriseUi e, al. publication. The other authors of the 
pubHcadon, Massimo GriseHi, Jeffrey Herben, Winston U Hutchinson, Kenned. M. 
Taylor Muharnmed Soh.il, and Thomas Kxausz, worked under ray dueCon and 
lesion and were no, co-U_ **** ™ « (CCPA 

1982). 
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, . , _ ..„ m pt a1 article was performed, Massimo 
At the time the work reported in the Gnselh et al. article P 
Gnselli was an M.S. (Surgery) smdent, and I was his superb Jeffrey Herbert .as 

finical sci^^^ 

Principle Research Fellow (also member of staff mthe dept) Professo 
Kenn^Taylor was joint supervisor of Massimo Griselli (Dept. of Surgery , and 
jammed Sohail and Thc^s Krausz (both of whom are histopattolo^ts) were 

acting as collaborators, 

Th. «PO«cd in *e Griseui « A refcrenee was entirely my tdea, includrng *. 
e^perunenta. approach, « aspects of *e experiments and toe wnbng of to 
mLscript. . organized a ^ — Ending members of hi, own ^ and 
ou^withthenecessary expertise. Th» Slm lis«cd«hecoU.W l o»ofK.T y.«,*e 
Pressor of Cardiac Surgery, who provided M. GriseUi, a trainee surgeon, , o do , ft. 
rat surgery, and T. Krausz, the Professor of His.opatho.ogy, who provided M. Sohad, 
. tJLe bisttpa.ho.ogist, to do the Ms.o.ogy. The other authors thus made 
essentia.., teehoica! contributions, albeit at a high .eve., rattier ton „»el.ectua. 
contributions to the work. 

(9) 1 hereby declare that all statements made herein of my knowledge are true and 
that all statements made on information and belief are believed to be true; and further 
that these statements were made with the knowledge that wilKul false statements and 
the like so made are punishable by fine or imprisonment, or both, under 18 U.S.C. 
§1001 and may jeopardize the validity of the application or any patent issued thereon. 



MARKB. PEPYS 



Date 
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PTTRST1ANT ™ r.T.R. 81.131 



Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 



Sir: 

1, Mark B- Pepys, hereby declare as follows: 
(1) I am Professor of Medicine and Head, Department of Medicine, Hampstead 
Campus, Royal Free and University College Medical School, London, U.K., and have 
Priced in the field of chemical, biological, and clinical investigation of C-reactrve 
protein (CRP) for 30 years- 

(2) 1 am the sole inventor of U.S. Patent Application No. 09/737,544, entitled 
•Treatment and Prevention of Tissue Damage" ("the '544 application"). 

(3) I have invented a method for selecting a pharmaceutical for treating or 
preventing CRP-mediated tissue damage in a subject comprising identifying and 
selecting a compound that inhibits the binding of CRP to an autologous or — 
ligand thereof, and a method for treating or preventing C-reactive proton (CRP)- 
mediated tissue damage comprising administering to a subject in need thereof an 
effective amount of a compound capable of inhibiting the binding of CRP to an 
autologous or exn^sic ligand thereof. Origmal claims 1-25 and 39-48 
application that were dieted for examination are directed to embodiments of my 
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damage j derivativ e thereof that inhibits the bniduig of 

effective amount ofphosphocholme or a derivative tner*. 

Sr to an autobus or extrinsic Hgand thereof Prior to my P~* 

was^not known that CRP is capable ofmedianog tissue dama g e, « «- * -pound 

L inhibits - of CRP to ar, autologous - *^ - 

phosphocholine or . derivative uW could 1- — — * • 

successfully treat or prevent CRP-mediated tissue damage. 

(4) , have read and - fad*. *• — — * ^* 

J, Trademark Office da»d September 2, 2005, in connect w«h the 544 

application. 

(5) I male, this declaration in response .0 the official action Wo- September 2, 
2 005, in which claims 1-25 artd 42-5o were rejected under 35 U.B.C. I"***"- 

in the art a, the time «, — was rede, in view of V* et at (U S^en £ 
6 764 896) in view of Bhakdi e, al. (Arterioscler. Thromb. Vase. Btol.. 1999 
54), and further in view of Yedga, et A (U.S. Patent No. 5.064.S17) -d 
Wissner et al. (U.S. Patent No. 4,640,913). 

(6, I have reviewed the above-identified references cited by the examiner i,., 
Yeh ex al. (U.S. Patent No. 6,764,826), Bhakdi ct al. (1999), Yfcdgar et al. (U.S. Pate* 
No. 5,064,817) and Wissner et al. (U.S. Patent No. 4,640,913). 

(7) The effective date of U.S. Patent No. 6,764,826 of Yeh et al., which is ci*d as 
Z primary reference in the rejection of claims 1-25 and 42-56 under 35 
1103(a), is June 8, 2000, which is the date that the patent is effecttve as a 102(e) 

r i ,7 TFR «1 131(a)(1))- The effective date of U.S. Patent No. 

reference (see 37 CF.R. $i.uiwi»JJ , 
6,764,826 of Yeh et al. is therefore less than a year prior to the filing date of the 
present application, which was filed on December 18, 2000. 
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«, The six ad-rfW Paten.No. W« 2t ™ * * ^ " 
^ Paten, No 6,764,826 of Yeh ct al. - before directed to subject maner that 

metapeutic method * toting - P-enting CRP-m.dia,ed «— <-"•» " 

subject. 

(9) , hereby dedare that I invented the subject mati er of the rejected ciairns prior 
1 effective date of U.S. Paten. No. 6,764,826 of Yeh e, al., winch .June * MOa 
Evidence of my prior — is found in Griseui et a,. — 
„ tire loumal of Sxperimen*, Medicine (vol. 190 (M e. 12), pages 733-1739) w«h 
publication date of December 20, ,999. As , declared in a 
C F R §1 ,32 submitied herewith, I am the sole invemor oi -he subject mane, 
dbCosed Grisdli « al., as the Cher authors of «he publication worW , under my 
direction and supervision and «» no, cc—rs. GriseUi e, al. proves the firs, 
pubhcly disclosed demonsaation ma. CRP is capable of mediating tissue damage ma 
Luna.. The ma,erials and methods, experimental results shown « ttgures 1-2 and 
Tables Ml, and the discussion of <be signiticance of these results with respect to 
ehnica, benefit provided by to patients treating or preventing CRP-media«ed tissue 
damage associated with traumatic infectious, inflammatory, and neoplastic ussue- 
^ conditions, described on pages 1734-.737 of OriseUi e, a,., are ,dentica„o 
materials and memoes, experiment re^ms, and discussion, found on pages 25-34 
36. and 37 of me application filed on December ,8. 2000. A«er 
OriseUi et al. on December 20, 1999, me inventor bas woriced dmgenuy on .be 
Tied invention, as evidenced by me filing o, me present 
publication of Gi„ e, al. in 2004 (Journal of Cerebral Blood Plow 
2 4(11-1214-1218)), which describes experiment results demonstrating that CRP- 

in ,004bym.U.S. National Instim.es of Heahh of a research gran, of $861,200 over 
4 years entitled "r^enng 0~c*» prcuU, » «tow*™r*K.« «*»•■• 
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« ^ — »i* - *« wnU- «- - 

toe Mke so ^ are portable by floe or talent, or Wh. <»4er , U.S.C. 



MARKB, PEPYS 
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